Indolent systemic mastocytosis is a benign form of systemic mastocytosis characterized by an abnormal proliferation of mast cells either in the bone marrow or in numerous tissues. Case Report: A 27-year-old female patient was admitted to our department due to urticaria which started a month ago. Before the skin changes appeared, our patient suffered from a toothache, so she took various painkillers (nimesulide, ibuprofen, acetylsalicylic acid, paracetamol). During skin examination, individual hyperpigmented macules on the trunk and lower limbs were observed as incidental findings. The patient reported having them for the last two years. Darier's sign was positive. Following the examination, she was admitted due to suspected urticaria pigmentosa. Laboratory Findings: erythrocyte sedimentation rate: 9 mm/h; complete blood count, urine, blood glucose, total and direct bilirubin, aspartate aminotransferase, alanine aminotransferase, gamma-glutamyl transferase, urea, creatinine, and uric acid were within normal ranges. Electrolytes: sodium, potassium, chlorine clearance, total calcium and calcium ionized, osteocalcin, and crosslaps were within normal ranges as well. Fibrinogen: 5.57 g/l; 5-Hydroxyindoleacetic acid: 49.8 umol/dU (10.4 -31.2). Bone densitometry, chest x-ray and upper abdomen ultrasound findings were normal. The suspected clinical diagnosis of urticaria pigmentosa was confirmed by skin biopsy. Histopathological examination of the bone marrow showed moderately increased cellularity (60 -70%). All three types of blood cells were slightly multiplied. Focal infiltrations were found in the perivascular area, consisting of elongated, oval cells with abundant eosinophilic granular cytoplasm. The nuclei were regular, oval shaped with finely granular chromatin and inconspicuous nucleoli. No nuclear atypia was found. These cells are highly CD117-positive. This finding strongly indicated bone marrow infiltration in systemic mastocytosis. The diagnosis was based on 'major' and 'minor' diagnostic criteria. The recommended therapy included H1 and H2 antagonists and topical corticosteroids. Conclusion: Regular follow-up was recommended in order to prevent complications and malignant alterations.
Mastocytosis is defined as a heterogeneous group of hematopoietic disorders characterized by increased accumulation of mast cells in one or more organs (1, 2) . The classification of the World Health Organization (WHO) classifies it into cutaneous and systemic mastocytosis (3) . The clinical presentations and the course of mastocytosis are variable, ranging from pure cutaneous mastocytosis (CM) to different forms of systemic mastocytosis (SM).
In 1869, Nettleship and Tay described a rare form of urticaria with pigmented papular lesions, later termed as urticaria pigmentosa by Sangster in 1878. After mast cells were described by Paul Ehrlich in 1879, the disease was classified as mastocytosis. Until 1949, it was believed that mastocytosis was only a cutaneous disease, but then Ellis described involvement of visceral organs as well (4) .
Systemic mastocytosis is a disease of unknown etiology, characterized by abnormal proliferation of mast cells. Skin is the most commonly involved organ, but bone marrow, liver, spleen, lymph nodes and some other organs may be involved as well (5, 6) .
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Case Report
A 27-year-old female patient was referred to a dermatologist due to onset of acute urticaria after taking non-steroidal anti-inflammatory drugs. During skin examination, individual hyperpigmented macules on the trunk and lower limbs were observed as an incidental finding. The patient reported having them for the last two years. Darier's sign was positive ( Figure 1 ).
Relevant laboratory tests and diagnostic procedures were run, as urticaria pigmentosa was suspected. Laboratory findings: erythrocyte sedimentation rate (ESR): 9 mm/h; complete blood count (CBC), urine, blood glucose (BG); total and direct bilirubin, aspartate aminotransferase (AST), alanine aminotransferase (ALT), gamma-glutamyl transferase (GGT), urea, creatinine, and uric acid were within normal ranges. Electrolytes: sodium (Na), potassium (K), chlorine clearance (Cl), total calcium and calcium ionized; osteocalcin, crosslaps were within normal ranges as well. Fibrinogen: 5.57 g/l; 5-Hydroxyindoleacetic acid (5-HIAA): 49.8 umol/dU (10.4 -31.2). Bone densitometry, chest x-ray and upper abdomen ultrasound findings were normal.
Histopathology of the skin showed diffuse hyperkeratotic epidermis. Perivascular infiltration of the upper dermis consisted of moderate mononuclear inflammatory infiltrates with increased number of spindle mast cells. Adnexal atrophy was observed. Sweat glands were of normal appearance and distribution ( Figure 2 , 3). Histopathology of the bone marrow showed increased cellularity (60 -70%) with moderate reduction of fat tissue. All three types of blood cells were present, preserved continuity of maturation and distribution, slightly multiplied. Megakaryocytes were individual and polymorphic. The granulocyte lineage was moderately hyperplastic, without maturation disorders and with slight domination of neutrophil granulocytes. Erythrocyte lineage was formed of large normoblastic islands, with preserved maturation and morphology. Small round lymphocytes and plasmocytes had an interstitial distribution. A focal infiltration pattern was detected in the perivascular area, consisting of elongated, oval cells with abundant eosinophilic granular cytoplasm. The nuclei were regular, oval shaped with finely granular chromatin and inconspicuous nucleoli. No nuclear atypia was found. These cells were highly CD 117-positive. In addition to already described cells, morphologically, mastocytes, small round lymphocytes, eosinophils, and some plasmocytes were observed. This finding strongly indicated bone marrow infiltration in systemic mastocytosis. Oral antihistamines and topical corticosteroids were administered. The patient did not report for regular check up.
Discussion
In 2008, WHO classified mastocytosis as a subtype of myeloproliferative neoplasms. It was divided in two main types, cutaneous and systemic, and classified into different subtypes. Subtypes of cutaneous mastocytosis are urticaria pigmentosa, maculopapular cutaneous mastocytosis, diffuse cutaneous mastocytosis, and mastocytoma of the skin. Subtypes of systemic mastocytosis are indolent systemic mastocytosis, systemic mastocytosis with an associated hematologic nonmast cell lineage disease, aggressive systemic mastocytosis, mast cell leukemia, mast cell sarcoma, mast cell sarcoma and extracutaneous mastocytoma (3). For dermatologists, the points of interest are cutaneous mastocytosis without bone marrow involvement and indolent systemic mastocytosis, including bone marrow involvement and cutaneous symptoms (8) . Mastocyte activation subsequently triggers pruritus, erythema, urticaria, abdominal pain, diarrhea, and psychiatric disorders (6, 8) . Our patient complained of itching. Mastocyte degranulation is stimulated by heat, cold, pressure, bacterial toxins, drugs (aspirin, codeine, morphine) (6, 9). Our patient was taking various nonsteroidal anti-inflammatory drugs, including acetylsalicylic acid due to toothache. Systemic indolent mastocytosis is a benign form of systemic mastocytosis characterized by an abnormal proliferation of mast cells only in the bone marrow or in numerous tissues. In our patient mast cell proliferation was observed in the skin and in the bone marrow.
The diagnosis was based on diagnostic criteria (according to WHO classification). One major criterion was fulfilled (multifocal aggregates of mast cells in bone marrow biopsy specimen) and one minor criterion (atypical morphology in more than 25% mast cells in skin biopsy specimen). Also, the diagnosis can be established if at least three minor criteria are fulfulled -more than 25% of mast cells in the bone marrow or other extracutaneous organs show abnormal morphology or are spindleshaped, KIT mutation at codon 816 in extracutaneous organs, KIT + mast cells in bone marrow show aberrant expression of CD2 and/or CD25 and serum total tryptase > 20 ng/ml (10) .
The aim of mastocytosis therapy is to remove or reduce the symptoms. Since there is no specific therapy, and having pruritus as a main symptom, systemic antihistamines and topical corticosteroids were administered. Success of the therapy remained unknown, because our patient has not reported for regular check ups ever since. In addition to already described therapy, if the symptoms affect the quality of life, different therapeutic modalities may be applied, such as leukotriene antagonists, corticosteroids, PUVA therapy. A severe form of indolent systemic mastocytosis was treated by inhibitors of tyrosine kinase and imatinib mesylate with good therapeutic response (Marton et al., Akin et al., Hoffman et al., Ustun et al.) (7, 11, 12, 13) . Although positive outcome of systemic mastocytosis is expected, extremely rare, aggressive form may develop. 
Conclusion
This case report presents a female patient with a rare presentation of indolent systemic mastocytosis. Due to possible, although rare, development of aggressive forms of the disease, regular check ups, including upper abdomen ultrasound examination and serum tryptase level evaluation, as well as regular follow ups were recommended.
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